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DETAILED ACTION 
Formal Matters 

Claims 20-24, 28, and 30-32 are pending. Claims 20-24 and 30 are under 
consideration in the instant office action. Claims 28 and 31-32 are withdrawn from further 
consideration pursuant to 37 CFR 1.142(b) as being drawn to a nonelected species , there being 
no allowable generic or linking claims. Claims 1-19, 25-27, 29, and 33-35 are cancelled. 

Note: The status of the claims are set forth above based on the claim set filed on 
September 08, 201 1. However, applicant in the response filed on September 08, 201 1 in the 
remarks part appUcant indicated that claims 1-19, 25-27, 29 and 33-35 are withdrawn from 
prosecution which is in contradiction to the status of the claims as filed. 

Election/Restrictions 
Applicant's election of Group II (claims 20-24, 28 and 30-32) in the reply filed on 
September 08, 2011 is acknowledged. Furthermore, Applicant's election of the species as 
lipophilic component a C8-C10 fatty acid monoglycerides or diglycerides or refined 
glyceroltransesterified com oil (claim 22) or as an altemative the glyceroltransesterified com oil 
as species; as surfactant polyethyleneglycol-hydrogenated castor oil (claim 23); as single species 
of hydrophihc component propylene glycol (claim 24); and single species of form of 
composition microemulsion (claim 30) in the reply filed on September 08, 201 1 is also 
acknowledged. Because applicant did not distinctly and specifically point out the supposed errors 
in the restriction requirement (both in the Group and species election), the election has been 
treated as an election without traverse (MPEP § 818.03(a)). 
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Priority 

Acknowledgment is made of applicant's claim for foreign priority under 35 
U.S.C. 119(a)-(d) based on an application filed in United Kingdom application GB 0402679.5 
filed on 02/06/04. Receipt is acknowledged of papers submitted under 35 U.S.C. 119(a)-(d), 
which papers have been placed of record in the file. 

Information Disclosure Statement 

The information disclosure statement (IDS) submitted on July 20, 2006 is noted and the 
submission is in compliance with the provisions of 37 CFR 1.97. Accordingly, the examiner has 
considered the information disclosure statement. A signed copy is attached. 

Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in section 
102 of this title, if the differences between the subject matter sought to be patented and the prior art are such that the 
subject matter as a whole would have been obvious at the time the invention was made to a person having ordinary skill 
in the art to which said subject matter pertains. PatentabiUty shall not be negatived by the manner in which the 
invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
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invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness 

Claims 20-24 and 30 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Lang (WO 99/61025) and Gespacher (US Patent No. 6319917, IDS reference). 

Applicant Chums 

Applicant claims a pharmaceutical composition comprising (4R)-4-[N'-methyl- N'-(3,5- 
bistrifluoro-methyl-benzoyl) amino]-4-(3,4-dichlorobenzyl)-but-2-enoic acid N- [(R)-epsilon- 
caprolactam-3-yl] -amide as active agent and a carrier medium comprising a lipophilic 
component and a surfactant, said composition being in an form that is suitable for oral 
administration. 

Note: The examiner examined the claims with regard to carrier medium limiting the 
composition claimed above to the elected species of as lipophilic component a C8-C10 fatty acid 
monoglycerides or diglycerides or refined glyceroltransesterified com oil (claim 22) or as an 
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alternative the glyceroltransesterified com oil as species; as surfactant polyethyleneglycol- 
hydrogenated castor oil (claim 23); as single species of hydrophilic component propylene glycol 
(claim 24); and single species of form of composition microemulsion (claim 30) 

Determination of the Scope and Content of the Prior Art (MPEP §2141.01) 
Lang teaches on page 9 hnes 22-28 as follows: 



Lang specifically teaches a pharmaceutical composition comprising (2R,4S)-N-(l-(3,5- 
bis(trifluoro- methyl)-benzoyl)-2-(4-chlorobenzyl)-4-piperidinyl)-quinoline-4-carboxamide as 
active agent and a carrier medium comprising 1) a hydrophilic phase, 2) a lipophilic phase, and 
3) a surfactant (see claim 5). Lang specifically teaches on claim 8 a composition as claimed in 
any preceding claim wherein the hydrophilic component comprises triethyl citrate or 
propylene glvcoL wherein the surfactant comprises a reaction product of a natural or 
hydrogenated castor oil with ethylene oxide or a polyoxyethylene fatty acid ester , and 
wherein the lipophilic component comprises a transesterified ethoxylated vegetable oil, a 
C8 to CIO fatty acid mono-, di and/or tri-glyceride. a medium chain fatty acid triglyceride 
or a refined glycerol-transesterified corn oil . These teachings meet all of the elected species 
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for the lipophilic, surfactant, and hydrophilic components. Lang specifically teaches on claim 
10 that a composition as claimed in any preceding claim in the form of a microemulsion . 

Ascertainment of the Difference between Scope of the Prior Art and the Claims 

(MPEP §2141.012) 

Lang teaches as substance P antagonist a piperidine such as (2R,4S)-N-(l-(3,5- 
bis(trifluoro- methyl)-benzoyl)-2-(4-chlorobenzyl)-4-piperidinyl)-quinoline-4-carboxamide in its 
composition. Lang does not specifically teach (4R)-4-[N'-methyl- N'-(3,5-bistrifluoro-methyl- 
benzoyl) amino]-4-(3,4-dichlorobenzyl)-but-2-enoic acid N- [(R)-epsilon-caprolactam-3-yl]- 
amide as active agent in its composition. This deficiency is cured by the teachings of Gerspacher. 



Gerspacher teaches in the abstract as follows: 



Compounds of Snici^iJs I 



I- 



whereiE R-^ , Rs-Sj,, R^', ^4'' sad Ej are ss dsSn-fd sa tSss 
piepKFcd in & rc«B[K: kiKJWii per sc. 



Gerspacher teaches on column 3, lines 28-53 that the compounds of formula I are 
effective especially as antagonists of NKl receptors. Their action on that class of receptors and 

their action on related receptor systems, for example NK2, render the compounds of formula I 
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therapeutically useful in the prevention, the treatment or the diagnosis of a number of diseases, 
for example diseases of the upper and lower respiratory tract, for example bronchial asthma, 
allergic asthma, etc. As already mentioned, the compounds of formula I act as antagonists of 
substance P (column 3, lines 34-35). The invention relates Ukewise to pharmaceutical 
compositions comprising a compound I or a pharmaceutically acceptable salt thereof as active 
ingredient, and to processes for the manufacture thereof (column 9, lines 3-6). Those 
pharmaceutical compositions are compositions for enteral, such as oral and also rectal, 
administration, for parenteral administration, for local administration and especially for 
administration by inhalation to warm-blooded animals, especially human beings, the 
compositions comprising the pharmacological active ingredient alone or together with customary 
pharmaceutical excipients (column 9, lines 6-13). It must be noticed that Gerspacher also 
teaches that the preparation of (4R)-4-[N'-methyl-N'-(3.5-bistrifluoromethyl-benzoyl)-amino]-4- 
(3, 4-dichlorobenzyl)-but-2-enoic acid N-[(R)-epsilon-caprolactam-3-yl] -amide which is the P 
antagonist recited in claim 20 (see example 22) . 

Finding of Prima Facie Obviousness Rationale and Motivation 
(MPEP §2142-2143) 

It would have been prima facie obvious to a person of ordinary skill in the art at the time 
of the instant invention was made to modify the composition of Lang by substituting the 
piperidine based P antagonist such as (2R,4S)-N-(l-(3,5-bis(trifluoro- methyl)-benzoyl)-2-(4- 
chlorobenzyl)-4-piperidinyl)-quinoline-4-carboxamide with the P antagonist (4R)-4-[N'-methyl- 

N'-(3.5-bistrifIuoromethyl-benzoyl)-amino]-4-(3, 4-dichlorobenzyl)-but-2-enoic acid N-[(R)- 
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epsilon-caprolactam-3-yl] -amide recited in the instant invention because Gerspacher teaches in 
the abstract as follows: 




^erel^; R,, R^-Rj, R^, R^^ m& R; are £s dsined m tbe 



Gerspacher teaches on column 3, lines 28-53 that the compounds of formula I are 
effective especially as antagonists of NKl receptors. Their action on that class of receptors and 
their action on related receptor systems, for example NK2, render the compounds of formula I 
therapeutically useful in the prevention, the treatment or the diagnosis of a number of diseases, 
for example diseases of the upper and lower respiratory tract, for example bronchial asthma, 
allergic asthma, etc. As ah eady mentioned, the compounds of formula 1 act as antagonists of 
substance P (column 3, lines 34-35). The invention relates hkewise to pharmaceutical 
compositions comprising a compound I or a pharmaceutically acceptable salt thereof as active 
ingredient, and to processes for the manufacture thereof (column 9, hnes 3-6). Those 
pharmaceutical compositions are compositions for enteral, such as oral and also rectal, 
administration, for parenteral administration, for local administration and especially for 
administration by inhalation to warm-blooded animals, especially human beings, the 
compositions comprising the pharmacological active ingredient alone or together with customary 
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pharmaceutical excipients (column 9, lines 6-13). It must be noticed that Gerspacher also 
teaches that the preparation of (4R)-4-[N'-methyl-N'-(3.5-bistrifluoromethyl-benzoyl)-amino]-4- 
(3, 4-dichlorobenzyl)-but-2-enoic acid N-[(R)-epsilon-caprolactam-3-yl] -amide which is the P 
antagonist recited in claim 20 (see example 22) . 

The skilled artisan would have been motivated to substitute the piperidine based P 
antagonist taught by Lang with (4R)-4-[N'-methyl-N'-(3.5-bistrifluoromethyl-benzoyl)-amino]-4- 
(3, 4-dichlorobenzyl)-but-2-enoic acid N-[(R)-epsilon-caprolactam-3-yl] -amide because the two 
P antagonists are functionally equivalent as P antagonists. It must be known that Lang teaches 
the remaining required elected species as ingredients in specific embodiment teachings as set 
forth above. One of ordinary skill in the art would have had a reasonable chance of success in 
combining the teachings of Lang and Gerspacher because both references teach pharmaceutical 
compositions containing P antagonists. 

In light of the forgoing discussion, one of ordinary skill in the art would have concluded 
that the subject matter defined by the instant claims would have been obvious within the 
meaning of 35 USC 103(a). 

Therefore, the invention as a whole would have been prima facie obvious to one of 
ordinary skill in the art at the time the invention was made, as evidenced by the references, 
especially in the absence of evidence to the contrary. 

Conclusion 

No claims are allowed. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to TIGABU KASSA whose telephone number is (571)270-5867. 
The examiner can normally be reached on 9 am-5 pm Monday-Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, David Blanchard can be reached on 571-272-0827. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (BBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

TigabuKassa 9/10/11 



/CHERIE M WOODWARD/ 
Primary Examiner, Art Unit 1647 



